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=> d his 

(FILE 'HOME' ENTERED AT 14:51:49 ON 22 NOV 2009) 

FILE 'CAPLUS' ENTERED AT 14:52:04 ON 22 NOV 2009 

LI 39 S BRUTON G?/AU 

L2 149 S HUXLEY A?/AU 

L3 93 S ORLEK B?/AU 

L4 4 S LI AND L2 AND L3 

L5 87 S RANA K?/AU 

L6 1 S L4 AND L5 

SELECT RN L6 1- 

FILE 'REGISTRY' ENTERED AT 14:52:49 ON 22 NOV 2009 

L7 138 S El-138 

L8 69 S L7 AND 7/SZ 

FILE 'CAPLUS' ENTERED AT 14:55:26 ON 22 NOV 2009 

L9 302 S L8 

L10 ANALYZE L9 1- RN HIT : 69 TERMS 

FILE 'REGISTRY' ENTERED AT 14:57:44 ON 22 NOV 2009 

Lll 1 S 112275-50-0/RN 

L12 1 S 59039-61-1/RN 

L13 67 S L8 NOT (Lll OR L12) 

FILE 'CAPLUS' ENTERED AT 15:00:47 ON 22 NOV 2009 

L14 11 S L13 

L15 11 S L14 NOT (2009/SO OR 2008/SO OR 2007/SO OR 2006/SO OR 2005/SO) 

=> d ibib abs hitstr total 



Page 1 



10/576, 492 



L15 ANSWER 1 OF 11 CAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2009:946262 CAPLUS 
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Diazepanes as histamine H3 receptor antagonists and 
their preparation, and use in the treatment of 
diseases 

Davenport, Adam James; Hallett, David James; Stimson, 

Christopher Charles; Corsi, Massimo; Gemkow, Mark 

Evotec Neurosciences GmbH, Germany 

PCT Int. Appl., 149pp. 
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OTHER SOURCE (S) : 
GI 



MARPAT 151:245703 




AB The invention relates to compds . of formula I that are useful as Histamine 
H3 receptor antagonists. The invention also relates to pharmaceutical 
compns., the preparation of such compds. as well as the production and use as 
medicament. Compds. of formula I wherein XI and X2 are independently N 
and CH; Rl is (un) substituted Cl-4 alkyl, (un) substituted C2-4 alkenyl, 
(un) substituted C2-4 alkenyl, (un) substituted aryl, etc.; R2 and R3 are 
independently H, halo, and (un) substituted Cl-6 alkyl; R2R3 taken together 
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to form a ring; R5 is Cl-5 alkyl, C2-5 alkenyl, C2-5 alkynyl, C3-5 
cycloalkyl, etc.; R5, R6, R7 and R8 are independently H, (un) substituted 
Cl-5 alkyl, (un) substituted C2-5 alkenyl, and (un) substituted C2-5 
alkynyl; R4R5 or R4R6 taken together to form a (un) substituted 3- to 
7-membered heterocyclic ring; and pharmaceutically acceptable salts, 
prodrugs, and metabolites thereof, are claimed. Example compound II was 
prepared by a general procedure (procedure given) . All the invention 
compds . were evaluated for their H3 antagonistic activity. From the 
assay, it was determined that compound II exhibited IC50 value < 100 nM. 

IT 851048-48-1P 851049-21-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of diazepanes as histamine H3 receptor 
antagonists useful in treatment and prevention of histamine H3 
receptor-mediated diseases) 

RN 851048-48-1 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, 4-cyclobutylhexahydro-, 
1, 1-dimethylethyl ester (CA INDEX NAME) 



t-BuO— C~"" 




0 

RN 851049-21-3 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro- (CA INDEX NAME) 




HN N 

\ / 
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Preparation of substituted pyridyl amide compounds as 
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Letavic, Michael A.; Ly, Kiev S. 
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U.S. Pat. Appl. Publ., 15pp. 
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AZ, BA, BB, BG, BH, BR, BW, 
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LC, LK, LR, LS, LT, LU, LY, 

MZ, NA, NG, NI, NO, NZ, OM, 

SE, SG, SK, SL, SM, ST, SV, 

US, UZ, VC, VN, ZA, ZM, ZW 

DK, EE, ES, FI, FR, GB, GR, 

MT, NL, NO, PL, PT, RO, SE, 

GA, GN, GQ, GW, ML, MR, NE, 

MZ, NA, SD, SL, SZ, TZ, UG, 
TJ, TM 

US 2007-989244P P 
LE IN LSUS DISPLAY FORMAT 
60 



0081117 
0081117 
BY, BZ, 
EG, ES, 
JP, KE, 
MA, MD, 
PG, PH, 
SY, TJ, 

HR, HU, 

SI, SK, 

SN, TD, 

ZM, ZW, 

20071120 





AB The title compds . I [Rl = alkyl or cycloalkyl; m = 1-2; R2 = alkyl, Ph, 

6-membered monocyclic heteroaryl, etc.; one of X and Y = N and the other = 
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CH] which are histamine H3 receptor modulators useful in the treatment of 
histamine H3 receptor-mediated diseases, were prepared E.g., a multi-step 
synthesis of II, starting from 5-bromonicotinic acid and 
1-cyclobutyl- [ 1 , 4 ] diazepane . 2HC1 , was given. Exemplified compds . were 
tested for H3 receptor binding (data given). For example, II showed Ki of 
3.6 nM. Pharmaceutical composition comprising the compound I is disclosed. 

IT 851048-49-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of substituted pyridyl amide compds. as modulators of the 
histamine H3 receptor) 

RN 851048-49-2 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro-, hydrochloride (1:2) (CA INDEX 
NAME) 




• 2 HC1 
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AB Title compds . I [Rl = alkyl or a saturated cycloalkyl; m = 1-2; R2 = 
(un) substituted Ph, cycloalkyl, or heterocycloalkyl ] , and their 
pharmaceutically acceptable salt, pharmaceutically acceptable prodrugs, or 
pharmaceutically active metabolites, are prepared and disclosed as histamine 
H3 receptor modulators useful in the treatment of histamine H3 
receptor-mediated diseases.. Thus, e.g., II was prepared by condensation 
reaction of 4-f luorophenol with ( 5-chloropyrazin-2-yl ) ( 4-cyclobutyl- 
[ 1 , 4 ] diazepan-l-yl ) methanone which was prepared in 5 steps from 
2-acetylf uran . Selected compds. of the invention were evaluated for their 
binding activities to the cloned human H3 receptors in SK-N-MC cells, 
e.g., II exhibited Ki value of 2.4 nM. 

IT 851048-49-2, 1-Cyclobutyl- [ 1 , 4 ] diazepane dihydrochloride 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of substituted pyrazinyl amide compds. as modulators of 
histamine H3 receptor) 

RN 851048-49-2 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro-, hydrochloride (1:2) (CA INDEX 
NAME) 




#2 HC1 
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AB Title compds . I [A = aryl, heteroaryl, cycloalkyl, etc.; m = 1 or 2 ; n = 
1-5; Rl = H, aryl, heteroaryl, etc.; R2 = aryl, heteroaryl, cycloalkyl, 
etc.] or diastereomers , enantiomers or pharmaceutically acceptable salts 
thereof were prepared For example, reaction of 

trans-2-phenyl-l-cyclopropanecarbonyl chloride with 1-isopropylpiperazine 
afforded compound II [Rll = H; R12 = isopropyl] in 82% yield. In histamine 
H3 receptor binding assays, the IC50 of compound II [Rll = CN; R12 = 
cyclobutyl] was 0.834 nM. Compds. I are claimed useful for the treatment 
of nacrolepsy, obesity, etc. 

IT 851048-49-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of cyclopropanecarboxamides as histamine H3 receptor ligands) 

RN 851048-49-2 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro-, hydrochloride (1:2) (CA INDEX 
NAME) 




• 2 HC1 
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0080228 

BY, BZ, 

EG, ES, 

JP, KE, 

MA, MD, 

PG, PH, 
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AB The title compds . I [one of Rl and R2 is LNR3R4 and the other is H; L = 
C(O), CH2; NR3R4 = ( un ) substituted pyrrolidino, pyrrolopyrrolyl , 
pyridopyrazinyl, etc.; R5 = H, alkyl, cycloalkyl, etc.] which are 
histamine H3 receptor modulators useful in the treatment of histamine H3 
receptor-mediated diseases, were prepared and claimed. E.g., a multi-step 
synthesis of II, starting from N-Boc-homopiperazine and acetone, was 
given. Exemplified compds. I were tested for binding to the cloned human 
H3 receptors. For example, II showed Ki of 1 nM in this assay. 
Pharmaceutical compns. comprising the compound I alone or in combination 
with other therapeutic agents are disclosed. 

IT 851048-46-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of tetrahydroisoquinoline compds. for treating histamine H3 
receptor mediated diseases) 
RN 851048-46-9 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, hexahydro-4- ( 1-methylethyl ) -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




0 
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The title compels. I [one of Rll and R12 = II and the other = H; Y = 0, 
0CH2, S, SO, S02; R2 = H, (un) substituted alkyl, cycloalkyl; R5 = H, 
alkyl; R6, R7 = H, alkyl, cycloalkyl, etc.; or NR6R7 = (un) substituted 
saturated monocyclic heterocycloalkyl; Cyc = (un) substituted Ph or monocyclic 
carbon-linked heteroaryl] that are histamine H3 receptor and/or serotonin 
transporter modulators useful in the treatment of histamine H3 receptor- 
and/or serotonin-mediated diseases, were prepared E.g., a multi-step 
synthesis of III, starting from 5-bromo-2-f luorobenzaldehyde and 
3 , 4-dichlorophenol , was given. Exemplified compds . I were tested in H3 
receptor binding assay and rat brain SERT assay. For example, III showed 
Ki of 1.8 nM in human H3 assay and Ki of 9.1 nM in rat SERT assay. 
Pharmaceutical compns. comprising compound I alone or in combination with 
other therapeutic agent are disclosed. 
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(preparation of substituted aminomethyl benzamides as histamine H3 receptor 
and serotonin transporter modulators for treating histamine H3 
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AB The title compds . I [Rl = H, alkyl, monocyclic cycloalkyl, Ph; R2 = H or 
Me; or Rl and R2 taken together form monocyclic cycloalkyl; R3 = H, OH, 
Me; or when Rl is not H or Ph, R2 and R3 taken together form a carbonyl; q 
= 1-2; R4 = alkyl, alkenyl, cycloalkyl, etc.; with the proviso] that are 
histamine H3 receptor modulators useful in the treatment of histamine H3 
receptor-mediated diseases, were prepared E.g., a multi-step synthesis of 
II, starting with 4-carboxybenzaldehyde, was given. Exemplified compds. I 
were tested for binding to the cloned human and rat H3 receptors. For 
example, II showed Ki of 7 nM in the human H3 receptor binding assay. 
Pharmaceutical compns. comprising the compound I alone or in combination 
with other therapeutic agent were disclosed. 
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AB Title compds . I [Rl = alkyl or saturated monocyclic cycloalkyl; R2 = H or 
-Z-Ar; Ar = (un) substituted Ph or monocyclic heteroaryl; Z = 0 or S; X = N 
or CH; Y = N or CRa, wherein Ra = H, -Z-Ar, CN, C02H, etc.; m = 1-2], and 
their pharmaceutically acceptable salts, prodrugs, or active metabolites 
thereof, are prepared and disclosed as modulators of the histamine H3 
receptor. Thus, e.g., II was prepared by reacting 2 , 5-dibromopyridine with 
3 , 4-dichlorophenol followed by coupling reaction with 

1-isopropylpiperazine . All exemplar compds. were evaluated in human H3 
receptor binding assay, e.g., II showed Ki value of 29 nM. As modulators 
of the histamine H3 receptor, I should prove useful in the treatment of 
histamine H3 receptor-mediated diseases, such as cognitive disorders, 
sleep disorders, psychiatric disorders, and other disorders. 
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AB Title compds. I [Rl = Et, Pr, iso-Pr, etc.; R2 = Me, Et, iso-Pr, etc.; R3 

= H or halo; R4 = H, ethynyl, halo, etc.; ring A = nitrogen-linked saturated 
ring which optionally contains an addnl . nitrogen, oxygen or sulfur atom; 
wherein 2 atoms of ring A, when ring A is a nitrogen-linked saturated ring, 
may optionally be connected by a one or two atom bridge.; and wherein if 
ring A contains an addnl. nitrogen atom that nitrogen may be optionally 
substituted by R7 . ; R5 = substituent on carbon and selected from halo, 
cyano, hydroxy, etc.; R7 = alkyl, alkanoyl, alkylsulf onyl , etc.; n = 0-2], 
pharmaceutically acceptable salts or in-vivo hydrolyzable ethers thereof 
were prepared For example, Pd(OAc)2 catalyzed coupling reaction of 
5-fluoro-4- ( 3-isopropyl-2-methyl-3H-imidazol-4-yl ) pyrimidin-2-ylamine, 
e.g., prepared from ( 2E ) -3-dimethylamino-l- ( l-isopropyl-2-methyl-lH-imidazol- 
5-yl ) prop-2-en-l-one in 2 steps, with 

( 4-iodophenyl ) -morpholin-4-yl-methanone afforded compound II [X = F] . In 
CDK2 ( cyclin-dependent kinase 2) inhibition assays, compound II [X = H] 
exhibited the IC50 value of 3 nM. Compds. I are claimed useful for the 
treatment of proliferative disorders. 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
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(preparation of imidazolyl-pyrimidine compds. as CDK2 inhibitors for 
treatment of proliferative disorders) 
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AB The invention relates to pyrrolidine derivs. I and pharmaceutically 

acceptable salts, having Pharmacol, activity, processes for their preparation, 
to compns. containing them, and to their use in the treatment of neurol. and 
psychiatric disorders. In compds . I, Rl = (hetero) aryl, 
- (hetero) aryl-X-C3-7-cycloalkyl, -aryl-X- (hetero) aryl, 

-heteroaryl-X- (hetero) aryl, or - (hetero) aryl-X-heterocyclyl ; wherein said 
(hetero) aryl and heterocyclyls of may be independently substituted by 1+ 
(e.g. 1, 2 or 3) halo, OH, cyano, N02, oxo, halo-Cl-6-alkyl , 
halo-Cl-6-alkoxy , Cl-6-alkyl, Cl-6-alkoxy, Cl-6-alkylthio, 
Cl-6-alkoxy-Cl-6-alkyl, C3-7-cycloalkyl-Cl-6-alkoxy , COC 1-6 -alky 1 , 
CO-halo-Cl-6-alkyl , CO-Cl-6-alkylcyano, Cl-6-alkoxycarbonyl , 
Cl-6-alkylsulf onyl , Cl-6-alkylsulf inyl, Cl-6-alkylsulf onyloxy , 
C 1-6 -alky lsulf onyl-C 1-6 -alky 1 , Cl-6-alkylsulf onamido-C 1-6 -alky 1 , 
Cl-6-alkylamido-Cl-6-alkyl , aryl, arylsulf onyl , arylsulf onyloxy , aryloxy, 
arylsulf onamido, arylcarboxamido, aroyl, or a group NR15R16, CONR15R16, 
NR15COOR16, C (R15) :NOR16, NR15S02R16, or S02NR15R16; wherein R15, R16 = H 
or Cl-6 alkyl, or together form a heterocyclic ring; X = bond, 0, CO, S02, 
0CH2, or CH20; each R2 and R4 = Cl-4 alkyl; R3 = C2-6-alkyl, C3-6-alkenyl , 
C2-6-alkynyl , C3-6-cycloalkyl , C5-6-cycloalkenyl , or 

C0-4-alkyl-C3-6-cycloalkyl ; wherein said C3-6-cycloalkyls of R3 may be 
independently substituted by 1+ (e.g. 1, 2 or 3) halo, Cl-4 alkyl or CF3; 
m and n= 0, 1 or 2; p= 1 or 2; and solvates. I and their 
pharmaceutically acceptable salts have affinity for and are antagonists 
and/or inverse agonists of the histamine H3 receptor, and are believed to 
be of potential use in the treatment of neurol. diseases including 
Alzheimer's disease, dementia (including Lewy body dementia and vascular 
dementia) , age-related memory dysfunction, mild cognitive impairment, 
cognitive deficit, epilepsy, pain of neuropathic origin including 
neuralgias, neuritis and back pain, and inflammatory pain including 
osteoarthritis, rheumatoid arthritis, acute inflammatory pain and back 
pain, migraine, Parkinson's disease, multiple sclerosis, stroke and sleep 
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disorders (including narcolepsy and sleep deficits associated with 
Parkinson's disease); psychiatric disorders including schizophrenia 
(particularly cognitive deficit of schizophrenia) , attention deficit 
hyperactivity disorder, depression, anxiety and addiction; and other 
diseases including obesity and gastrointestinal disorders. I are expected 
to be selective for the histamine H3 receptor over other histamine 
receptor subtypes, such as the histamine HI receptor. Generally, I may be 
at least 10-fold selective for H3 over HI, such as at least 100-fold 
selective. The invention also provides I or their pharmaceutically 
acceptable salts for use as therapeutic substances in the treatment or 
prophylaxis of the above disorders, in particular cognitive impairments in 
diseases such as Alzheimer's disease and related neurodegenerative 
disorders. The invention further provides a method of treatment or 
prophylaxis of the above disorders, in mammals including humans, which 
comprises administering to the sufferer a therapeutically effective amount 
of a compound I or a pharmaceutically acceptable salt thereof. In another 
aspect, the invention provides the use of I or a pharmaceutically 
acceptable salt thereof in the manufacture of a medicament for use in the 
treatment of the above disorders. Approx. 60 prepns. of I, and approx. 55 
prepns. of intermediates are given. For instance, Pd-catalyzed coupling 
of 5- ( 4-bromophenyl ) -3-methyl-l , 2 , 4-oxadiazole with 

1- ( 1 -methyl ethyl ) -4- ( ( 3S ) -3-pyrrolidinylcarbonyl ) piper azine (prepns . 
given) in the presence of Pd2(dba)3, 

2- dicyclohexylphosphino-2 ' - (N, N-dimethylamino) biphenyl , and potassium 
phosphate in DME at 75°, gave invention compound II. In functional 
antagonist assays using cloned human histamine receptors, compound II 
exhibited antagonism > 9.5 fpKi at H3 receptors and < 6.5 fpKi at 

HI receptors. 
IT 851048-46-9P, tert-Butyl 

4- ( 1 -methyl ethyl ) hexahydro-lH-1 , 4-diazepine-l -car boxy late 

851048-47-0P, 1- ( 1 -Methyl ethyl ) hexahydro-lH-1 , 4-diazepine 

dihydrochloride 851048-48-1P, tert-Butyl 

4- ( cyclobutyl ) hexahydro-lH-1 , 4-diazepine-l -car boxy late 

851048-49-2P, 1- (Cyclobutyl ) hexahydro-lH-1 , 4-diazepine 

dihydrochloride 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of pyrrolidine derivs. as histamine H3 receptor 
ligands for treating neurol. diseases) 
RN 851048-46-9 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, hexahydro-4- ( 1-methylethyl ) -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




RN 851048-47-0 CAPLUS 

CN 1H-1 , 4-Diazepine, hexahydro-1- ( 1-methylethyl ) -, hydrochloride (1:2) (CA 
INDEX NAME) 



Page 26 



10/576, 492 




• 2 HC1 

RN 851048-48-1 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, 4-cyclobutylhexahydro-, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




0 



RN 851048-49-2 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro-, hydrochloride (1:2) (CA INDEX 
NAME) 




• 2 HC1 
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AB The present invention relates to novel diazepanyl derivs. (shown as I; 

variables defined below; e.g. 4 ' - [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl ) carbonyl ] -4-biphenylcarbonitrile (II)) having pharmacol. activity, 
processes for their preparation, to compns. containing them and to their use 

in the 
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treatment of neurol. disorders. For I : Rl = branched C3-6 alkyl, C3-5 
cycloalkyl or Cl-4 alkylC3-4 cycloalkyl; R2 = halo, Cl-6 alkyl, Cl-6 
alkoxy, cyano, amino or trif luoromethyl; n = 0-2; R3 = X-aryl, 
X-heteroaryl , X-heterocyclyl , X-arylaryl, X-arylheteroaryl , 
X-arylheterocyclyl , X-heteroarylaryl, X-heteroarylheteroaryl , 
X-heteroarylheterocyclyl , X-heterocyclylaryl, X-heterocyclylheteroaryl or 
X-heterocyclylheterocyclyl ; such that when R3 = X-piperidinyl , 
X-piperidinylaryl , X-piperidinylheteroaryl or X-piperidinylheterocyclyl 
said piperidinyl group is attached to X via a N atom; wherein R3 is 
attached to the Ph group of I at the 3 or 4 position; X = a bond, 0, CO, 
S02, CH20, 0CH2, NR4, NR4C0 or Cl-6-alkyl. R4 = H or Cl-6 alkyl; wherein 
said aryl, heteroaryl or heterocyclyl groups of R3 may be (un) substituted 
by >1 (e.g. 1, 2 or 3) halo, hydroxy, cyano, nitro, oxo, haloCl-6 
alkyl, haloCl-6 alkoxy, Cl-6 alkyl, Cl-6 alkoxy, arylCl-6 alkoxy, Cl-6 
alkylthio, Cl-6 alkoxyCl-6 alkyl, C3-7 cycloalkylCl-6 alkoxy, C3-7 
cycloalkylcarbonyl , -C0C1-6 alkyl, Cl-6 alkoxycarbonyl , arylCl-6 alkyl, 
heteroarylCl-6-alkyl, heterocyclylCl-6 alkyl, Cl-6 alkylsulf onyl , Cl-6 
alkylsulf inyl, Cl-6 alkylsulf onyloxy, Cl-6 alkylsulf onylCl-6 alkyl, 
arylsulf onyl , arylsulf onyloxy , arylsulf onylCl-6 alkyl, aryloxy, CO-aryl, 
CO-heterocyclyl , CO-heteroaryl , Cl-6 alkylsulf onamidoCl-6 alkyl, Cl-6 
alkylamidoCl-6 alkyl, arylsulf onamido , arylaminosulf onyl , 
arylsulf onamidoCl-6 alkyl, arylcarboxamidoCl-6 alkyl, aroylCl-6 alkyl, 
arylCl-6 alkanoyl, NR15R16, NR15CO-aryl, NR15CO-heterocyclyl, 
NR15C0-heteroaryl, CONR15R16, NR15COR16, NR15S02R16 or S02NR15R16 groups, 
wherein R15 and R16 = independently H or Cl-6 alkyl. Although the methods 
of preparation are not claimed, 58 example prepns. and/or characterization data 
sets for I are included; example prepns. for intermediates are also 
included. For example, II was prepared from 

1- ( cyclobutyl ) hexahydro-lH-1 , 4-diazepine dihydrochloride and 
4 ' -cyano-4-biphenylcarboxylic acid using diethylaminomethylpolystyrene, 
HOBT and EDC in CH2C12. The diazepine reactant was prepared in 2 steps 
starting from tert-Bu hexahydro-lH-1 , 4-diazepine-l-carboxylate and 
cyclobutanone followed by deprotection at N. The 58 example I were tested 
in the histamine H3 functional antagonist assay and exhibited pKb values > 
8.0. Most particularly, the hydrochlorides of II, 

1- [ 4 ' - [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) car bony 1 ] biphenyl-4- 
yl]ethanone, l-cyclobutyl-4- [ [ 4- [ 6- (trif luoromethyl ) -3- 
pyridinyl ] phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine, 

6- [ 4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) car bony 1 ] phenyl ] -3- 
cyanopyridine and 1 -Cyclobutyl- 4- [ [ 4- ( 3-methyl-l , 2 , 4-oxadiazol-5- 
yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4-diazepine exhibited pKb values >9.5. 
Most of the 58 example I were tested in the histamine HI functional 
antagonist assay and exhibited antagonism < 7.0 pKb; most of these 
exhibited antagonism < 6.0 pKb. 
IT 851048-57-2P, 4 '-[( 4-Cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl ) carbonyl ] -4-biphenylcarbonitr ile hydrochloride 851048-58-3P 
, 1- [ 4 ' - [ ( 4-Cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) carbonyl ] biphenyl-4- 
yl]ethanone hydrochloride 851048-59-4P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) (biphenyl-4-yl ) methanone hydrochloride 

851048-60-7P, ( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) (4- 

benzoylphenyl ) methanone hydrochloride 851048-61-8P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl) ( 4-phenoxyphenyl ) methanone 

hydrochloride 851048-62-9P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) ( 4-benzyloxyphenyl ) methanone 
hydrochloride 851048-63-0P, 

1 -Cyclobutyl- 4- [ [ 4- ( tetrazol-l-yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4- 
diazepine hydrochloride 851048-64-1P, 
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1- Cyclobutyl-4- [ [4- [4- (4-f luorophenyl) -1, 3-thiazol-2- 

yl ] phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine hydrochloride 
851048-65-2P, l-Cyclobutyl-4- [ [4- (1, l-dioxido-4- 

thiomorpholinyl ) phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine hydrochloride 

851048-66-3P, 1- ( Isopropyl ) -4- [ [4- [ (tetrahydro-2H-pyran-4- 

yl ) oxy ] phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine hydrochloride 

851048-67-4P, l-Cyclobutyl-4- [ [ 4- [ 6- (trif luoromethyl ) -3- 

pyridinyl ] phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine hydrochloride 

851048-68-5P, 6- [4- [ ( 4-Cyclobutylhexahydro-lH-l , 4-diazepin-l- 

yl ) carbonyl ] phenyl ] -3-cyanopyridine hydrochloride 851048-69-6P 

, 5- [ 4- [ ( 4-Cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) carbonyl ] phenyl ] -N- 

methyl-2-pyridinecarboxamide hydrochloride 851048-70-9P, 

5- [ 4- [ ( 4-Cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) carbonyl ] phenyl ] -2- 

cyanopyridine hydrochloride 851048-71-0P, 

5- [ 4- [ ( 4-Isopropylhexahydro-lH-l , 4-diazepin-l-yl ) carbonyl ] phenyl ] -2- 
cyanopyridine hydrochloride 851048-72-1P, 

N-Methyl-5- [ 4- [ ( 4-isopropylhexahydro-lH-l , 4-diazepin-l-yl ) carbonyl ] phenyl ] - 

2- pyridinecarboxamide hydrochloride 851048-73-2P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- [ 2- (trif luoromethyl ) pyr imidin-S- 
yl ] phenyl ] methanone hydrochloride 851048-74-3P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- [ 6- (trif luoromethyl ) pyr idazin-S- 
yl ] phenyl ] methanone hydrochloride 851048-75-4P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- [ 6- (trif luoromethyl ) pyridin-3- 
yl ] phenyl ] methanone hydrochloride 851048-76-5P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- [ 6- [ (dimethylamino ) carbonyl ] pyridin-3- 
yl ] phenyl ] methanone hydrochloride 851048-77-6P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- ( 5-cyanopyridin-2-yl ) phenyl ] methanone 
hydrochloride 851048-78-7P, 
l-Cyclobutyl-4- [ [ 4- [6- (trif luoromethyl) -3- 

pyridazinyl ] phenyl ] carbonyl ] hexahydro-lH-1 , 4-diazepine hydrochloride 

851048-79-8P, l-Cyclobutyl-4- [ [ 4- [ 2- (trif luoromethyl ) -5- 

pyrimidinyl ] phenyl ] carbonyl ] hexahydro-lH-1 , 4-diazepine hydrochloride 

851048-80-1P, (4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [4- [3- 

( aminocarbonyl ) phenyl ] phenyl ] methanone hydrochloride 

851048-81-2P, (4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [4- [4-cyano-3- 

( trif luoromethyl ) -lH-pyrazol-l-yl ] phenyl ] methanone hydrochloride 

851048-82-3P, ( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- [ [ 2-oxo-5- 

( trif luoromethyl ) -1 , 2-dihydropyr idin-l-yl ] methyl ] phenyl ] methanone 

hydrochloride 851048-83-4P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- ( 4-cyanophenyl ) phenyl ] methanone 
hydrochloride 851048-84-5P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- [ ( 4, 6-dimethylpyrimidin-2- 

yl ) (methyl ) amino ] phenyl ] methanone hydrochloride 851048-85-6P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- ( 4-f luorophenyl ) phenyl ] methanone 

hydrochloride 851048-86-7P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- ( 3 -f luorophenyl ) phenyl ] methanone 
hydrochloride 851048-87-8P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (pyridin-2-yl ) phenyl ] methanone 
hydrochloride 851048-88-9P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (pyridin-3-yl ) phenyl ] methanone 
hydrochloride 851048-89-0P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- ( 4-cyanophenoxy ) phenyl ] methanone 
hydrochloride 851048-90-3P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (phenoxymethyl ) phenyl ] methanone 
hydrochloride 851048-91-4P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (3 , 5-dimethylisoxazol-4- 
yl ) phenyl ] methanone hydrochloride 851048-92-5P, 
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( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- (3 , 5-dimethylisoxazol-4- 
yl ) phenyl ] methanone hydrochloride 851048-93-6P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (oxazol-5-yl ) phenyl ] methanone 
hydrochloride 851048-94-7P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [ 4- ( 2-ethyl-2H-tetrazol-5- 
yl ) phenyl ] methanone hydrochloride 851048-95-8P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (pyrrol-l-yl ) phenyl ] methanone 
hydrochloride 851048-96-9P, 

( 4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [4- (3, 5-dimethyl-lH-pyrazol-l- 
yl ) phenyl ] methanone hydrochloride 851048-97-0P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [4- [ (3, 5-dimethyl-lH-pyrazol-l- 
yl ) methyl ] phenyl ] methanone hydrochloride 851048-98-1P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4- (morpholin-4-yl ) phenyl ] methanone 
hydrochloride 851048-99-2P, 

( 4-Isopropyl-lH-l , 4-diazepan-l-yl ) [ 4- (morpholin-4-yl ) phenyl ] methanone 
hydrochloride 851049-00-8P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 3- (benzyloxy ) phenyl ] methanone 
hydrochloride 851049-01-9P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [3- [ (pyridin-3- 

yl ) methoxy] phenyl ] methanone hydrochloride 851049-02-OP, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl) [3- [ (pyrazin-2- 

yl ) methoxy ] phenyl ] methanone hydrochloride 851049-03-1P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [ 3- ( 5-methyl-lH-tetrazol-l- 
yl ) phenyl ] methanone hydrochloride 851049-04-2P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [3- ( 2-oxopyrrolidin-l- 
yl ) phenyl ] methanone hydrochloride 851049-05-3P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [3- [ [ (pyridin-3- 

yl ) carbonyl ] amino ] phenyl ] methanone hydrochloride 851049-06-4P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [3- [ [ (pyridin-4- 

yl ) carbonyl ] amino ] phenyl ] methanone hydrochloride 851049-07-5P, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [3- (pyridin-3-yl ) phenyl ] methanone 
hydrochloride 851049-08-6P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [ 4 ' - (oxazol-2-yl ) biphenyl-4- 
yl]methanone hydrochloride 851049-09-7P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [ 4 ' - ( 2-methyloxazol-4-yl ) biphenyl-4- 
yl]methanone hydrochloride 851049-10-OP, 

( 4-Cyclobutyl-lH-l , 4-diazepan-l-yl ) [ 4 ' - ( 2-methyloxazol-5-yl ) biphenyl-4- 
yl]methanone hydrochloride 851049-11-1P, 

(4-Cyclobutyl-lH-l, 4-diazepan-l-yl) [ 4 ' - ( 5-methyl-l , 2, 4-oxadiazol-3- 

yl ) biphenyl-4-yl ] methanone hydrochloride 851049-12-2P, 

l-Cyclobutyl-4- [ [ 4- ( 1 , 3-oxazol-2-yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4- 

diazepine hydrochloride 851049-17-7P, 

1- (1-Methylethyl) -4- [ [4- (3-methyl-l, 2, 4-oxadiazol-5- 

yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4-diazepine hydrochloride 

851049-19-9P, l-Cyclobutyl-4- [ [ 4- { 3-methyl-l , 2, 4-oxadiazol-5- 

yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4-diazepine hydrochloride 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(drug candidate; preparation of ( 1H-1 , 4-diazepan-l-yl ) (phenyl ) methanones as 
histamine H3 functional antagonists for treating neurol. disorders) 
RN 851048-57-2 CAPLUS 

CN [1,1' -Biphenyl ] -4-carbonitrile, 4 ' - [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin- 
1-yl) carbonyl] -, hydrochloride (1:1) (CA INDEX NAME) 
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• HC1 

RN 851048-58-3 CAPLUS 

CN 1H-1, 4-Diazepine, 1- [ (4 ' -acetyl [1, 1 ' -biphenyl ] -4-yl ) carbonyl ] -4- 
cyclobutylhexahydro-, monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 

RN 851048-59-4 CAPLUS 

CN Methanone, [1,1' -biphenyl ] -4-yl ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl)-, hydrochloride (1:1) (CA INDEX NAME) 




Ph 



• HC1 



RN 851048-60-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 
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0 




• HC1 

RN 851048-61-8 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) ( 4-phenoxyphenyl ) -, 
hydrochloride (1:1) (CA INDEX NAME) 




• HC1 

RN 851048-62-9 CAPLUS 

CN Methanone, (4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) [4- 

(phenylmethoxy) phenyl] -, hydrochloride (1:1) (CA INDEX NAME) 



Ph-CH2— 0. 




• HC1 

RN 851048-63-0 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- ( lH-tetrazol-1- 
yl) phenyl]-, hydrochloride (1:?) (CA INDEX NAME) 
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• x HC1 



RN 851048-64-1 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4-[4-(4- 

f luorophenyl) -2-thiazolyl ] phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-65-2 CAPLUS 

CN Methanone, (4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) [ 4- ( 1 , l-dioxido-4- 
thiomorpholinyl ) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 



RN 851048-66-3 CAPLUS 

CN Methanone, [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin-l-yl ] [4- 

[ (tetrahydro-2H-pyran-4-yl) oxy]phenyl] -, hydrochloride (1:1) (CA INDEX 
NAME) 
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• HC1 

RN 851048-67-4 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4- [6- 

(trif luoromethyl ) -3-pyridinyl ] phenyl ] -, hydrochloride (1:?) (CA INDEX 
NAME) 




• x HC1 

RN 851048-68-5 CAPLUS 

CN 3-Pyridinecarbonitrile, 6- [4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl ) carbonyl ] phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-69-6 CAPLUS 

CN 2-Pyridinecarboxamide, 5- [4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl ) carbonyl ] phenyl ] -N-methyl-, hydrochloride (1:?) (CA INDEX NAME) 
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• x HC1 

RN 851048-70-9 CAPLUS 

CN 2-Pyridinecarbonitrile, 5- [4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl) carbonyl] phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-71-0 CAPLUS 

CN 2-Pyridinecarbonitrile, 5- [4- [ [hexahydro-4- ( 1 -methyl ethyl ) -1H-1 , 4-diazepin- 

1-yl] carbonyl] phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 



i-Pr" 




»x HC1 



RN 851048-72-1 CAPLUS 

CN 2-Pyridinecarboxamide, 5- [ 4- [ [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin- 
1-yl] carbonyl] phenyl ] -N-methyl-, hydrochloride (1:?) (CA INDEX NAME) 
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i-Pr 




»x HC1 



RN 851048-73-2 CAPLUS 

CN Methanone, [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin- 
( trif luoromethyl ) -5-pyrimidinyl ] phenyl ] -, hydrochloride 
NAME) 



1-yl] [4-[2- 
(1:?) (CA INDEX 



i-Pr 




»x HC1 



RN 851048-74-3 CAPLUS 

CN Methanone, [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin- 
( trif luoromethyl ) -3-pyridazinyl ] phenyl ] -, hydrochloride 
NAME) 



l-yl] 
(1:?) 



[4- [6- 
(CA 



INDEX 



i-Pr 




CF 3 



>x HC1 



RN 851048-75-4 CAPLUS 

CN Methanone, [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin-l-yl ] [4-[6- 

(trif luoromethyl) -3-pyridinyl ] phenyl ] -, hydrochloride (1:?) (CA INDEX 
NAME) 
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• x HC1 

RN 851048-76-5 CAPLUS 

CN 2-Pyridinecarboxamide, 5- [4- [ [hexahydro-4- ( 1 -methyl ethyl ) -1H-1 , 4-diazepin- 
1-yl] carbonyl] phenyl ] -N, N-dimethyl-, hydrochloride (1:?) (CA INDEX NAME) 




0 



• x HC1 

RN 851048-77-6 CAPLUS 

CN 3-Pyridinecarbonitrile, 6- [4- [ [hexahydro-4- ( 1 -methyl ethyl ) -1H-1 , 4-diazepin- 
1-yl] carbonyl] phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-78-7 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4- [6- 

(trif luoromethyl ) -3-pyridazinyl ] phenyl ] -, hydrochloride (1:?) (CA INDEX 
NAME) 



Page 3 8 



10/576, 492 




• x HC1 

RN 851048-79-8 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4- [2- 

(trif luoromethyl ) -5-pyrimidinyl ] phenyl ] -, hydrochloride (1:?) (CA INDEX 
NAME) 




• x HC1 

RN 851048-80-1 CAPLUS 

CN [1,1' -Biphenyl ] -3-carboxamide, 4 ' - [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin- 
l-yl ) carbonyl ] -, hydrochloride (1:1) (CA INDEX NAME) 




0 



• HC1 



RN 851048-81-2 CAPLUS 

CN lH-Pyrazole-4-carbonitrile, 1- [4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl ) carbonyl ] phenyl ] -3- (trif luoromethyl ) -, hydrochloride (1:?) (CA INDEX 
NAME) 
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CN 



• x HC1 

RN 851048-82-3 CAPLUS 

CN 2 (1H) -Pyridinone, 1- [ [4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 

yl ) carbonyl ] phenyl ] methyl ] -5- (trif luoromethyl ) -, hydrochloride (1:1) (CA 
INDEX NAME) 




0 



• HC1 



RN 851048-83-4 CAPLUS 

CN [1,1' -Biphenyl] -4-carbonitrile, 4 '- [ [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4- 
diazepin-l-yl] carbonyl] -, hydrochloride (1:1) (CA INDEX NAME) 




• HC1 

RN 851048-84-5 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- [ ( 4, 6-dimethyl-2- 
pyrimidinyl ) methylamino] phenyl]-, hydrochloride (1:?) (CA INDEX NAME) 
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Me 




0 / 






^ — N — \ n 


N 


~c — ^1 





• x HC1 

RN 851048-85-6 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) ( 4 ' -f luoro [ 1 , 1 ' ■ 
biphenyl] -4-yl) -, hydrochloride (1:1) (CA INDEX NAME) 




• HC1 

RN 851048-86-7 CAPLUS 

CN Methanone, (4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) ( 3 ' -f luoro [ 1 , 1 ' • 
biphenyl] -4-yl) -, hydrochloride (1:1) (CA INDEX NAME) 




HC1 



RN 851048-87-8 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4-(2- 
pyridinyl) phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 
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• x HC1 

RN 851048-88-9 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4- (3- 
pyridinyl ) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-89-0 CAPLUS 

CN Benzonitrile, 4- [ 4- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl ) carbonyl ] phenoxy] -, hydrochloride (1:1) (CA INDEX NAME) 




• HC1 



RN 851048-90-3 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl )[ 4- 

(phenoxymethyl ) phenyl ] -, hydrochloride (1:1) (CA INDEX NAME) 



Page 42 



10/576, 492 



PhO— CH2 




• HC1 

RN 851048-91-4 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- ( 3 , 5-dimethyl-4- 
isoxazolyl) phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 



RN 851048-92-5 CAPLUS 

CN Methanone, [ 4- ( 3 , 5-dimethyl-4-isoxazolyl ) phenyl ] [hexahydro-4- ( 1- 

methylethyl) -1H-1, 4-diazepin-l-yl] -, hydrochloride (1:?) (CA INDEX NAME) 
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• x HC1 



\ 

Pr-i 

RN 851048-93-6 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl ) [4- (5- 
oxazolyl)phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 



RN 851048-94-7 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- ( 2-ethyl-2H- 
tetrazol-5-yl)phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 
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N N 



• x HC1 



RN 851048-95-8 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- ( lH-pyrrol-1- 
yl) phenyl]-, hydrochloride (1:1) (CA INDEX NAME) 




• HC1 

RN 851048-96-9 CAPLUS 

CN Methanone, (4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) [ 4- ( 3 , 5-dimethyl-lH- 
pyrazol-l-yl)phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-97-0 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- [ ( 3 , 5-dimethyl- 
lH-pyrazol-l-yl)methyl]phenyl]-, hydrochloride (1:?) (CA INDEX NAME) 
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Me 



• x HC1 

RN 851048-98-1 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4- (4- 
morpholinyl ) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851048-99-2 CAPLUS 

CN Methanone, [hexahydro-4- (1-methylethyl) -1H-1, 4-diazepin-l-yl] [4- 
morpholinyl ) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 



0 




• x HC1 

RN 851049-00-8 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [3- 

(phenylmethoxy) phenyl] -, hydrochloride (1:1) (CA INDEX NAME) 
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• HC1 

RN 851049-01-9 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [3- (3- 

pyridinylmethoxy) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851049-02-0 CAPLUS 

CN Methanone, (4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) [3- (2- 

pyrazinylmethoxy) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851049-03-1 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 3- ( 5-methyl-lH- 
tetrazol-l-yl)phenyl] -, hydrochloride (1:7) (CA INDEX NAME) 
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Me 



• x HC1 



RN 851049-04-2 CAPLUS 

CN 2-Pyrrolidinone, 1- [3- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l- 
yl) carbonyl] phenyl ] -, hydrochloride (1:1) (CA INDEX NAME) 




• HC1 

RN 851049-05-3 CAPLUS 

CN 3-Pyridinecarboxamide, N- [3- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin 
yl) carbonyl] phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851049-06-4 CAPLUS 

CN 4-Pyridinecarboxamide, N- [3- [ ( 4-cyclobutylhexahydro-lH-l , 4-diazepin 
yl) carbonyl] phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 
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• x HC1 



RN 851049-07-5 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [3- (3- 
pyridinyl ) phenyl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851049-08-6 CAPLUS 

CN Methanone, (4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) [4'-(2- 

oxazolyl) [1, 1 ' -biphenyl ] -4-yl ] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851049-09-7 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4 ' - ( 2-methyl-4- 
oxazolyl) [1, 1 ' -biphenyl] -4-yl] -, hydrochloride (1:?) (CA INDEX NAME) 
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• x HC1 

RN 851049-10-0 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4 ' - ( 2-methyl-5- 
oxazolyl) [1, 1 ' -biphenyl] -4-yl] -, hydrochloride (1:?) (CA INDEX NAME) 



PAGE 1-A 




PAGE 2 -A 



»x HC1 



RN 851049-11-1 CAPLUS 
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CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4 ' - ( 5-methyl-l , 2 , 4- 
oxadiazol-3-yl) [1, 1 ' -biphenyl ] -4-yl ] -, hydrochloride (1:?) (CA INDEX 
NAME ) 




Me 



• x HC1 

RN 851049-12-2 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l, 4-diazepin-l-yl) [4- (2- 
oxazolyl)phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 




• x HC1 

RN 851049-17-7 CAPLUS 

CN Methanone, [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin-l-yl ] [ 4- ( 3-methyl- 
1, 2, 4-oxadiazol-5-yl)phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 




N — 0 



• x HC1 

RN 851049-19-9 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [ 4- ( 3-methyl-l , 2 , 4- 
oxadiazol-5-yl)phenyl] -, hydrochloride (1:?) (CA INDEX NAME) 
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N — 0 



• x HC1 

IT 851049-21-3, 1- (Cyclobutyl ) hexahydro-lH-1 , 4-diazepine 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of ( 1H-1 , 4-diazepan-l-yl ) (phenyl ) methanones as histamine H3 
functional antagonists for treating neurol. disorders) 
RN 851049-21-3 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro- (CA INDEX NAME) 




IT 851048-46-9P, tert-Butyl 

4- ( isopropyl ) hexahydro-lH-1 , 4-diazepine- 1 -car boxy late 
851048-47-0P, 1- ( Isopropyl) hexahydro-lH-1, 4-diazepine 
dihydrochloride 851048-48-1P, tert-Butyl 
4- ( cyclobutyl ) hexahydro-lH-1 , 4-diazepine- 1 -car boxy late 
851048-49-2P, 1- (Cyclobutyl ) hexahydro-lH-1 , 4-diazepine 
dihydrochloride 851048-52-7P, 

l-Cyclobutyl-4- [ [4- (4, 4, 5, 5-tetramethyl-l , 3, 2-dioxabor olan-2- 

yl ) phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine 851048-55-0P, 

1- (Isopropyl) -4- [ [4- (4, 4, 5, 5-tetramethyl-l, 3, 2-dioxaborolan-2- 

yl ) phenyl ] car bony 1 ] hexahydro-lH-1 , 4-diazepine 8510 49-13-3P, 

1 , 1 -Dimethyl ethyl 4- [ [ 4- ( 1 , 3-oxazol-2-yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4- 

diazepine-l-carboxylate 851049-15-5P, 

4- [ [ 4- ( 1 , 3-Oxazol-2-yl ) phenyl ] carbonyl ] hexahydro-lH-1 , 4-diazepine 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of ( 1H-1 , 4-diazepan-l-yl ) (phenyl ) methanones as histamine H3 
functional antagonists for treating neurol. disorders) 
RN 851048-46-9 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, hexahydro-4- ( 1-methylethyl ) -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




0 
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RN 851048-47-0 CAPLUS 

CN 1H-1, 4-Diazepine, hexahydro-1- ( 1-methylethyl ) -, hydrochloride (1:2) (CA 
INDEX NAME) 




• 2 HC1 

RN 851048-48-1 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, 4-cyclobutylhexahydro-, 
1, 1-dimethylethyl ester (CA INDEX NAME) 



t-BuO— C~" 




0 

RN 851048-49-2 CAPLUS 

CN 1H-1, 4-Diazepine, 1-cyclobutylhexahydro-, hydrochloride (1:2) (CA INDEX 
NAME) 




• 2 HC1 



RN 851048-52-7 CAPLUS 

CN Methanone, ( 4-cyclobutylhexahydro-lH-l , 4-diazepin-l-yl ) [4- (4, 4,5,5- 
tetramethyl-1, 3, 2-dioxaborolan-2-yl ) phenyl ] - (CA INDEX NAME) 
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10/576, 492 



RN 851048-55-0 CAPLUS 

CN Methanone, [hexahydro-4- ( 1-methylethyl ) -1H-1 , 4-diazepin-l-yl ] [4-(4, 4,5,5- 
tetramethyl-1, 3, 2-dioxaborolan-2-yl ) phenyl ] - (CA INDEX NAME) 




RN 851049-13-3 CAPLUS 

CN 1H-1 , 4-Diazepine-l-carboxylic acid, hexahydro-4- [ 4- ( 2-oxazolyl ) benzoyl ] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




RN 851049-15-5 CAPLUS 

CN Methanone, (hexahydro-lH-1 , 4-diazepin-l-yl) [ 4- (2-oxazolyl ) phenyl ] - (CA 
INDEX NAME) 




OS. CITING REF COUNT: 3 
REFERENCE COUNT: 4 



THERE ARE 3 CAPLUS RECORDS THAT CITE THIS RECORD 
(4 CITINGS) 

THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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